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WBB^F 1 0-1 14681 



[|f*JS2 ] bx b >• • fr-bf-7- <fffl.WW** h 'J 

jfiiefi£<7)ffiffl. 

^ts^Ji i - 3 cov •>-m*H=ies{<7)i5ffl . 

0 . OS-lOOtfC* S If %m A IBm^Offiffl . 

i'JSO J: -3 =Sr«t8SSS-*trmf*&|g^ 1 ~5 IBtt 
[M*JI7 ] iit8at3E3!!lS<^^5rb btteimifa 

iz. mmmmmtLx. m%mi~~6ff>^-mi>Hzim 
imxms ] mmmss.®* . imam, mz? u -a 

[0001] 

tocommmLwzmtz. 

[0002] 

is. jjfk. mi. w> i 3 %m&ftTcotit&®m 

[0003] ffessmeai, M&ftTomitmm? 

mcon&mtza \ *x nxzmKimmmft. lt v ^ v 
[0004] gHuunnui. aftanwfcistKoiHi 



*» l** 1 & . tltt* o tz * ?t JiiHiiJEcoffFSiJctJ v > 

x. mmmu. *<?>mMwm*&~>x , ^coa^M«afla 

(tymfam&mx-foz, . MMmizti^xtm.mm^^ 
-%-thvckm±, mwmm^ftmz<wm<?>izMz-% 
m%mffiftTX'b?> ? . 

[0006] mnc?)&.m<r>mm£mm.izffi± lx^z . 

[000 7] 
[0008] 

[0009] *JBHHte J:fttf. ^<^<# £ t 

-f ?tnEr/pjgjgc7)bx h>- • in 

l,ZhV nx^f-y(trichostatin)A] (i. ^SSft^ffF 

( 1 ) M&±Mi&<<me>m&ft<msmtz)sifh3i 

(2) $ffl!atiJi;*>J:lX 
^jfffiSO a-T71- vom®, 

*m<mm-r&zttfn.^&ztLiz. zommt. bv 
•3x?i-y&i)K im%immmx'h-ox . fttz&i 

[0010] #3&aj§(2:. ®tm(09m(Otztb<omfltt.-£ 

%s*§mt&t:tf>0>txb>' ■ TT-t^—mmmt 
tMmmmzmzzti%h zvaznmmz e m lx ^ 
s. 

[00 1 1]3S^. hxhv-fT-bf-^-HfBWMi: 
LTJi6oofli^^«I^TUS. bXh^ f'T-fe 
t"ffiW«i. tx b> ■ fnf7-fe'©Stt«: 
ffiSLT. t^hy^yA-fA--7-fefl/-y 3 y{i 

nhyperacetylation)£ tiit^tilfTJnt . 



(3) 
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■ h^TK^S/^drapoxin) 

• hV n^t:x(trichostatin> A. B. C 

• Tt e ^^Xa P icidin)A (IWfrrr^^TtK) 

• ^ :7 ^ Hi/>^(chlamydocin) 

[00 12] BBW-HJ^Afct. *Mt##Sk:*5V^Tb 

[0013] *W«»*^ia«Ki. Wte. ftHefftirffl 
[00 14] 

[0 0 15] hUr?^^^VA(4. (Tsuji) hiz 
J:oTStreptoiBucesJ^c7)©Sft® (hygroscopicus ) 
4>tt^T#KSnfcfiLJtBffJT*S (J.Antibiot 29: 
197650 . h'J^mAd fifc^SU (Ca 
ncer Res 47:3688~3691H. 1987^ ) &£l?ij[MskM 

[antiprotozoal agent (J.Antibiot 41:461~468K. 1 

988^) ] t Lx^mxrhh. mm&miz&^x. & 
hva*?+yAt>K jffmftx'fflmmm~rz>3i 
m^^mmxh^m<^KmmzMLx^tmim 

[0 0 16] hUnx^^-VAtt. SEW±«BT*&IB 

\±. mnm^<nf%mcom?fflmzmBWZ^t%^n 
f§*. sarajiSB-cssiai: LTii. mta. ny> 

[0017] *¥twtzx^x 9mzti&imm±. t h 
[0018] ^mcowmmm^ &nmitzi&m 

y:7h*J:t^N-K*:r-fe/K HfiL «*. 



7y ymLi^Ti Z ttfX'% zsmcommxik-s-z 

[0019] *^offl»*+. ism&ftw&n, mi 
mztmtx^tLx i9t5-*mizmb*)%<. 
mm. o.i-5osji%rj>^o ift#»4. ttadfe 

JftA«>%6\ iStt*fl^)lH^)a*JB±. 0.05-10 
OmgX'fc&o 
[0020] 

^miimTcommmtrzmmztiz t*r«i*o. 

Streptomyces platensis No. 145<7)t^^^^A> „ h y r? 

X^f^A : 7- [4- (S^^/UT^y) 7x^)-N-t 
h'o^r ^-4,6-S/^ ^)V-l-*3r V -2,4-^7"? S^x V7 
£ H^WSLt. IRtMi^AU, i/^Vt [Sigm 

a. (*;xh/M.X(St.Louis) . SX-y;N*L ] 

^*TKEHL (2mg/mL) . -arCTflS* LT . #HSKC 
fcvvt^fcjEfcTftffiUfc. *S*ft+<ox^y--/U9ft 
0.0016%T*^3t. Bigth'J^AOffi 1 ^ 
JB (lOOSy^E/P/L) *IKfS*+TflWLT. ffiSWciB 

[002i]sa@LL 

hy^OtaW»^fcK»Lfc. *>f^^-(Wista 
r)77b (40O-500g) 3 9^t- tf/rot- 

■fe'/D n Ammzi. h srm&mmwiimuz x ot^wbs 

SrtSofcflL ^3fV7 [Nicodenz s xr?A H(Nycome 

ffiRLfca. mm*. io%^y^mm. ^x^y^io 

;l^-y3SCffi-f-^«W!rtC«»l^ 5%C0 2 ^J;t/95 
tz. 

[0022] B+. 3^»h'J^^fyA (1 
— lOOnmoL/L ) Cc 2 4 Lfc . 2 4 «fHT 

ii. IBUfifc. h^>'X35s-^^l^25 J uCi/mL (35S-> 
tny^JtvStt>1.000Ci/jniDoU ICN^^ 4 # 

3X^yf (Costa Mesa) . ^?'J7^7 



(4) 
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ffl^^X&MftM (immunoprecipitation) iZftLtz. $C 
I£fe£SDS-PAGET#£lJ L . bCOWm&Z 7*X 

7*—4* — z Jyy (Phosphor I magi ng) ffi-CSl^ L fz c 
m R N A U^foX'CDWj^cOtz&bttZ x $fflfla ^f'J^^^f 
>-A100nmoL/L^2 4^^IIL^o ^Of&. RNA^ 
»SiU y-^fy (Northern) SlMatMl^, 

[0023] ^ifci^2(i. ttm&mz-m-hhva 

[0 0 24] 

tan 

311 : h 'J =JX?*>A<D&m 





lOOnM 


lOnM 


1 nM 




37. 9+5. 6 


68. 9+4. 7 


91. 7+9. 5 




30. 1±9. 6 


73. 2±20. 9 


71. 9+2L 0 




15. 5±7. 4 


54. 4±5. 3 


87. 6±0. 3 



[0025] W&M-f~ b U linmoL/L^Jgkl+oO 

x^mma-T?^yzw%fc-YZ*ttztmx\ $>^o 

mffia-T?^y^f&commi±. bv^x^^yA^ 
m&x *) *> 5mft?mxh& z t z^Ltz. 

[0026] 
[^2] 

i!2 :BSS?^hUC7Ag>^ 





10" 3 M 


10' 4 M 


10~ 5 M 




107. 8+9. 8 


127. 9+16. 2 


92.8+11.7 




67. 9±19. ^ 


90. 6±42. 2 


109. 4±31. 1 




SO. 0+19.9 


91. 6+23. 4 


97. 9t24. 4 



[0027] mmM2 

^mna-T7^ycom{zrF5miZ&\f2> b U Z2Xf* 

yAcr>$)$k 

$fm.fflm. mmmicoimtmmizLxm^xtm 

Ltz. fflMZ b V 3X^fy A100nmoL/Ul2 4^fS^ 



OnmoL/L^Ttr^la^h U ^^lminoL/L^24B^^||L 
fc. ^fhRNA^r. r?A^y>f y^^r— (Chomczynski)^ 
J:^«y^(Sacchi)^^Tl4ffiL^. ^vb^Yuzt 
V-drya^l) (1.6kb Pst I r^^OCVh) % 77b 
cr>7'uay— yy<x x (III) (0.5kb Hindlll/EcoRI^^ 

MikmWm (GAPDH) (0.5kb Xbal/Hindlll 7 9*0< >- 
M (:o^TP-7^UccDNATn-7^ffl^T 

VmRNA05' -*SK««twStl6-r & c RNA7D- 

MLXGWMtnjfcZ^tZo 
[0 0 28] mRNA^;K'OMI^3^f 4 3 
^-^MIIM^ilf^ytlRa-T^^^mRNAU^ 

m&* fys^wu^jutmw&txmmztitz. m 
mstfvr. rj7-^iMcosaw^±^aiRf*w (post 

translational) <I J^SSnftSflfc. 

[0029] 
[«3] 

&3 





100 nM 




79. 3+13. 5 




39. 0+43. 5 


SM a-T*?T> 


20. 6tl5. 4 



[00303 Mgl3 

[3^^-<Costar)tt«] 20(7«|± 1 
B<K 4 BSfSil-f- h 'J ^AO.OOl-lmiDoL/Li^ti h 'J 
n^f-XAl—lOOnmoL/Urll&Lfc. ig^tgifcisSSi 
ttB«S»£fc. 60<^|fiH B+, h'J 

*^->Ali^ l00nmoLAT'(±, m^zMi-^^MW^) 

[003 1] 
[514] 



(5) 

m4 : tana* us* 



mm^ 10-1 i468i 





1(T 7 M 


10-*M 


10- fi M 










23. 7±L 9 


16. 2+1. 0 


22. 0±3.0 


22. 9±1. 0 




^ 10" 7 M 


10" 8 M 


10" fl M 


23. 9±2. 0 


20. 4±0. 2 


22. 2+0. 7 


21. 1+2.0 



[00 3 2] «acc. 3o4fctt4O052 4* 

OWBBS:. BR^ h U ^AO.01— lMoL/L4fctt h 'J 3 
X^f-VAl— 100nmoL/U^2 4^ilL^ 4 ^Ol*. 
WHMSiT. ^QHaSr. PHJ-f-S^VlOCi/*- (JtJStt 
25Ci/mmoU 10juCi/nL) <0##T\ IRth'J^Aifc 
lib >J =2^f->'Ai:Ht»JK'CS4 ) fc:2 OBfflH-< V^r 

315 : PH]-f S ^ggfr&fr 



Sl^Ufco b Kn^^^l/TlOmmoL/L^^ST. t 3 H)- 

JKcoivCtt—Lfc. S5(=ltfA (cpm/«IBB) £i£ 
-To 

[0033 ] 
[«5] 



*»bk** 


UT T M 


10" 8 M 


10-»M 










10. 0+0.8 


1. 3±0 


9. 9+0. 4 


9. 6±Q. 4 




10 S M 


10" 4 M 


10' 5 M 










9. 9+0. 4 


6. 2±0. 2 


9. 5+0. 3 


9. 5±0. 2 



[0 0 341 SOtW4 

(explant) lltO^X 
9-y v h (300-400g) frb&amttSFm&i&fc. 

*trJnaL^»H*K:^v>T3 7x:T»»Ufc. ««M 
^y7^xyh (confluent) tebht* MM£ b*J 
7is>$mLX. 4HWItl : 4T75crf««7 5X3fc: 

[0 0 3 5] AMnmB03>7/pxyhJcnm 



Sr. h'J^^fyAU 10i$J:Vl00nnioL/Lt3 2 4BSBI 
■BLfc. TGF-^tfflTCtt. MUSS. ffi*8K;L9bKr 
GF-/S ! [**'JA4;*3rJU (Calbiochem) M3 5ng/mL*3 
J: fctt h "J 3 X ^ ^>A 100nmoL/L t3 2 4 B$ffM 
S Lfc # iEfc^ftcofcJJBtf) 2 4 B#eitf>i*B<0». b*^ 

(50/zg/mL) O/U? (Merck) H] 
^yrobrtXhy/I" (64jug/mL) [y/7l] 

OOOCi/nmoU sJ:.*-?* -f ij)VX (ax? • 

*U7*;UxTiW) S] 50/zCi/mL£ffl^T. *0JK£2 
4^HftWW(C7^T&tH^. h'Jn^fyA 

fc. ^yA7IMIi, h'^nnSS (TCA) W&lz 

XVfflfeLtz. Ht^^hS (10 6 cpm) 

3 [lMf> • ^Mtf^/Dy- (Southe 

rn Biotechnology. A-^VtfA. 77^) K] > 
[-T 4- * ya7r> (D.Schuffan) &g (Fre 



(6) 
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ie Univ.. </U»J>\ frt>WmZtlfzi>(D] . 

W£fttt£fflvvr^*:, <&gifcf£f£. SDS-PAGEtZj; 

^Tfy^fgZftML. yfv^ryy^jyy^ [Am P i 

ify. TV— S/^ruU (Amersham) gL U Ml'- ^^ — V 
*-b (Little Charfort) N SSffl] 4>te«»l,T*8»l 

[/\>fM°— 7 >f /l-2> (Hyperfilm) -MP. 7V-y 

^ [-t — • W ^ — ^>v— (Molecular Image 
r) . GS-525. >M *y v K(BioRad) s *BH3 

[00 3 6] S^t^fflfla^av^^xyhigSftSr. h 
'j3X^f >' A100nmoL/L& i / * ^(iTGF- /? j 5ng/raL 

SfcioT^RNAfcttSfiUfc. IBttUfcftK. 9-y 
hW°n37^ya 3 0) (1.6kb Pst I77^y 
b) . ^vhWO^^yaj (III) (0.5kb Hind 
III/EcoRI^^^^h ) . feJ:lXGAPDH(^'J-fe;UT;U 
fbH-3-*X7x-hfA>f Knyt- fc?)<0.5kb Xba 
I/Hindlll^^V^MlC^vt. "P-^^UtcDNA 

rD-7^ffl^t, y—yy>w»*^fTofc. 

a-T^^tCOWai* 1iiefcK«fc:mRNAtJB^ 

mmm) tLxm^tz. ?>wm9t-cit. hu^n 

[0 0 3 8] rtB«fc:^Lfc*>v<??»S:35 

T3^-y^IfifeJ:lXlIIfiiftffiatlRS-frfc. ftffi 
^L^rf-HS-SDS-PAGET^giL. 7tX7rH 
^-^y^T'Sfit^o hU HX^VAlOOiimoL/U 1 
OnmoL/L;B J:tAnmoL/L#. 3 I lO^ffiJ: 

-Til. 30%. 44%fciim%lfi«r&£fc*4h&>ofc 

a^-^IIIS^&fltSr* 41%. 49%£> < fct/10%ffi 5 g 



<0.05i>J:^10nnioL/LT'p<0.01) . lOnmoL/LT^T^O 

%. 36±S%m?SZtL. fOtt, hUnX^f-VAlOOnm 
oLA*5J:l/10nmoL/U^»jBL^: I£4?ij) <> TCA- 

* ^ y A tf>KS3»*li»S?WT* o . 

tz. ZCOBmcOfzisblZ, «3£TGF-/3 1 l|i3!fc (5ng/m 
L) . h'j3X^fyA (lOOng/raL) £^teTGF- 
0! (5ng/mL) fch'JWfyA (lOOng/mL) (Offl^ 
-^^tlUL^o r?^-y>lMioJ:MIIMMW^ 
TyBfiSa-T^f-^SrSJRftaifcRS*. SDS-PAGET# 
ML. ^7rM^-y>/T'MU:. 317 
J:dtc. TGF-^^iftSti^h^fu 37-^>II 

&xmim<^f&Z3A&&j:Tf4.m%MLtz. mt 
it. RrnmmmM<o%mmz&^x£.ttzj>K ms&*> 

37-^y IMTiil.8-5.9fgOffiffl. r?^ 
-y>Ul WX*l*2. 5—8. OfgO^HTiS^tC^^r o 
fc. TGF-^li. TifjBia-r^^yo^jsK^v^T. a 
JB»W»»*fc*£*: (1-M8*) . TGF- # i 

[0040] ttsttz. bvrix?^>Atfz<?mmW}& 
ormz&^xm^Lt:. zcotzMz. ^mmm^mm 

Sr. SJK. hU^X^f-^AtSiV/ifciiTGF-iS^ 
ISU^ 2 4ftBWBU^a. iirff-RNA£«a]U 

s-*f>-&n&&Lttmztt ttz. mmzM^L, gapd 

IZtrctXolZ^ TGF-iS, (5ng/mL) {i. 

VZ2X?^>Am& (100nmoL/L) 37-^11 
feiWlIlMVCTjWSa-T^fyOmRNAl/^/l/ 

[004 1] 
[*6] 



(7) 



mm^i o-i i468i 



%6 : *>'>'?gU^T(PTS AO^ttS&gCDgftm 





100 nM 


lOnM 


1 nM 


Z2^-?> I 


70+/-l3% 


56+/-ll% 


83+/-ll% 




59+/-l8% 


si+/-n% 


90+/-14% 




63+/- 8% 


64+/- 8% 


86+/-23% 



[0042] [§E7J 





TGF-0 


TGF-0+TSA 


T S A 




347+185% 


121+39% 


70+13% 




476+273% 


86+35% 


59+18% 


SM a-X?^> 


175+196% 


67± 6% 


63+ 8% 



[0043] [^8] 

^8 : mRNAU^;UiC*5^^TGF-^CD^^IC-pL>T©TS AcD^l 



TGF-£ 

HT7-y> I 231+89% 
253+94% 

SN a-T^V 171i61% 



[0044] ^mis^v^T. mm±. txhy-fr 

[0 0 4 5] imtLX. 20(7)i»t^h>'-f 



TCF-£+TSA | TSA 

253+49% 84+14% 

180±51% 74±10% 

114+24% 85+16% 



[0046] 



